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1. A water-soluble product or pharmaceutical 
formulation in solid or liquid form and their organic solvent- 
free true aqueous solutions mainly for parenteral use 
containing 

a) a therapeutically active compound having low aqueous 
solubility (<1.10~ 4 M/Lit, Ul.10" 5 M/Lit, <1.10" 6 M/Lit) and a 
substantial binding affinity to plasma proteins (in the 
following. "active substanck" ) in an interlinked state with 

b) a plasma proteinj fraction in controlled aggregation 
state 



15 



whereby the said active sufclstance and the said protein fraction 
are bound to each other by way of non-covalent bonds and 



20 



optionally further containing 

c) pharmaceutical^ kclceptable and mainly parenterally 
acceptable watersoluble forahiation additive (s) - such as 
water, stabilizer ( s ) , proi/eip/ aggregation controller (s ) . 
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2 . A water-solub 
formulation in solid or 
free aqueous solutions a 
ratio of the active ingr 
1 ": 0.05 to 1 :' 100, pre 



fcdifcct or pharmaceutical 

orm and their organic solvent- 
ztordMiq to claim 1 wherein the molar 
di^nt : protein is within the range of 
erabjy 1 : 0.1 to 1 : 50 



.quiV 



3. A water-soluble product or human pharmaceutical 
formulation according to claim! 1 or 2 containing a human plasma 
protein fraction in controlled} aggregation state. 

4. A water-soluble prodluct or veterinary/pharmaceutical 
formulation according to claim ll or 2 containing an animal 
plasma protein fraction in controlled aggregation state. 

/*//» P roduct or pharmaceutical formulation according to 

. aA^%T rlnTmn 1 t^ 4 ™n+- ^ i ^ ^ ™g U g the plasma protein fraction 
a component of the natural plasma such as serum albumin or a 
recombinant of said plasma component. 



it y— of claims — 1 — fc- 



A product or pharmaceutical formulation according to 
e— 4 containing as the plasma protein fraction 



a natural immunoglubulin, glycoprotein, interferon and/or 
interleukin or a recombinant of said plasma component. 



<fafcX K 

a n fry l- oF claims 



A product or pharmaceutical formulation according to 
X. to 6 contc:: 



hypnotic, antifungal agent 
inhibitor.,- coronary vasodi 



ining as the water-insoluble active 
h as a taxonoid, an antibiotic, 
analgesic, antiviral, 



substance a cytostatic sue 
vitamin, antiinf lamnvatory, 

anticonvulsant, immunosupr|essant , antiepileptic, anxiolytic, 

anticoagulant, lipid peroxidase 
.ator, antiarrythmic agent, cardio- 
tonic, uricosuric, antithrombotic, steroid hormone (progesto- 
gen, androgen, testogen) aAd/or photosensitizer . 



to ife^ 



A^product or pharmaceutical formulation according 
Jiiua 1 L u — 6- containing at least one of the 



following active substances: amphotericin B, an adriamicine 
analogue, apazone, azathioppine, bromazepam, camptothecin, 
carbamazepine, clonazepam, tyclosporine A, diazepam, 
dicumarol, digitoxine, dipyridamole, disopyramide, 
f lunitrazepam, gemf ibro 
miconazole, niflumic a 
progesterone, propof o 
tacrolimus, tamoxif e 
trioxsalen, valproic 



. ketochlorin, ketoconazole, 
jxazepam, phenobarbital , phenytoin, 
riudnavir, sulfinpyrazone, suprof ene, 
tax6rJoid, testosterone, tirilazad, 
id^wrfarin . 



to 



A^product/ or pharmaceutical formulation according 
imo 1 to 1 9 corycAining a taxonoid of the general 
formula I - in the formi 

r! represents text, ^utyl-oxy-carboxylic acid amide 

or benzoyl amide, 
r2 represents hydroger\ or an acyl group preferably 
acetyl . 

a/aCLQ. vA product or pharmaceutical formulation according to 
r yot 1 Lu 7-^ containing paclitaxel and human serum 



'albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or some other naturil or recombinant human plasma 
protein fraction in the molar raitio of 1 : 0.05 to 1 : 100, 
preferably in the molar ratio of\ 1 : 0.1 to 1 : 50 



ga y of ciaima — i — fc 



duct or pharmaceutical formulation according to 
e— 9* containing aaathioprine and human serum 
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albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or some other natural or recombinant human plasma 
protein fraction in the molar ratio of 1 : 0.05 to 1 : 100, 
preferably 1 : 0.1 to 1 : 50. 



12. A formulation according to *aiiy 



containing camptothecim and human serum albumin, 
immunoglobulin, glycoprotein, interferon and/or interleukin or 
some other natural or recombinant human plasma protein fraction 
in the molar ratio of 1 \ 0.05 to 1 : 100, preferably 1 : 0.1 



to 1 



50. 
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13. A formulation according to aia^. 
containing gemfibrozil and human seriim albumin, immunoglobulin, 
glycoprotein, interferon amd/or interleukin or some other 
natural or recombinant human plasma protein fraction in the 
molar ratio of 1 : 0.05 to V : 100, preferably 1 : 0.1 to 1 
50. 



A 



product ofo phai 
-bo— 8 

albumin, immunoglobul 
interleukin or some 
protein fraction in itfhe mol 1 
preferably 1 : 0.1 t| 1 : 50, 



itaii 

gij 

:her nl 



laceutical formulation according to 
.ng miconazole and human serum 
coprotein, interferon and/or 
Jural or recombinant human plasma 
itio of 1 : 0.05 to 1 : 100, 
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A product/ or pharmaceutical formulation according to 
ims — ± — b o ■ & » containing propofol and human serum 



'albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or some other natunal or recombinant human plasma 
protein fraction in the molar rptio of 1 : 0.05 to 1 : 100, 
preferably 1 : 0.1 to 1 : 50. 



CJfi/wi tJ^ product or pharmaceutical formulation according to 
t any of uislius — 1 — bo » 8 - containing tamoxifen and human serum 
albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or some other natural lor recombinant human plasma 
protein fraction in the molar ratip of 1 : 0.05 to 1 : 100, 
preferably 1 : 0.1 to 1 : 50. 

17 7 A product or pharmaceutical formulation according to 



any 



ntts — 1 to - ft containing ritonavir and human serum 
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albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or some ^tother natural or recombinant human plasma 
protein fraction the Volar ratio of 1 : 0.05 to 1 : 100, 
preferably 1 : 0.1 to\l : 50. > 

18. A pharmaceutical formulation according teta ny Q -f ™ - 
eidixuj 1 LO 8 containing tacrolimus and human serum albumin, 
immunoglobulin, glycoprotein, interferon and/or interleukin or 
some other natural or recombinant human plasma protein fraction 
in the molar ratio of 1 :\ 0 . 05 to 1 : 100, preferably 1 : 0.1 



to 1 
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A pharmaceutica 
:o" 8* containing t 
immunoglobulin, glycoprot 
some other natural or rec 
in the molar ratio of 1 
to 1 : 50. 



1\ ts. 

efi-nV 
mb: 
0. 



>rding to .«fcffy ul' - 



rmulation accoi ^ ~~ . 

zad and human serum albumin, 
interferon and/or interleukin or 
ant human plasma protein fraction 
1 : 100, preferably 1 : 0.1 
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A pharmaceutical f^nrriulation according t 



o ,any of- 



cLaimc 1 tro— fl» containing trioxsalen and human serum albumin, 
immunoglobulin, glycoprotein, interferon and/or interleukin or 
some other natural or recombinant human plasma protein fraction 
in the molar ratio of 1 : 0.05 tp 1 : 100, preferably 1 : 0.1 



25 to 1 



50. 
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A pharmaceutical formulation according to fe y of ■ » 
.cl aims- 1 to 2 0 having a solid sta^e or having the form of an 
aqueous solution. 

22. A pharmaceutical formulation according to^a^y--a£-^ 
cl aims 1 - fco 2e ^containing as additi\ve an agent stabilizing the 
solution and/or the protein. 
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23. A pharmaceutical formulation according to claim 22 
containing as solution- and/or protein-stabilizing agent any 
of the f ollowing/Tspdium chloride, a buffer, an alcohol such 
as glycerol and/or a water-soluble sugar derivative 
preferably mannitcl, sorbitol, dulcitol. 

24. Process for the preparation of a water-soluble 
product or pharmaceutical formulation in solid or liquid form 
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according to any of claims 1 to 23 or a new product according 
to claims 30 to 37 and their organic solvent-free true 
aqueous solutions characterized by 
preparing a true aqueous solutions by way of 

a) dissolving the therapeutically active compound 
having low aqueous solubility (<1.10" 4 M/Lit, <1.10' 5 M/Lit, 
<1.10" 6 M/Lit) and a substantial binding affinity to plasma 
proteins ("active substance") in a water-miscible, pharma- 
ceutical^ acceptable organic solvent, 

b) ' combining said solution with the aqueous solution 
of the plasma protein fraction in controlled aggregation 
state 

c) and optionally with a further pharmaceutically 
acceptable water-soluble auxiliary additive - such as a 
protein aggregation controller and/or a stabilizer - 

whereby a true solution is obtained containing the said 
active substance and the said protein fraction bound together 
by way of non-covalent bonds; 

d) removing the organic solvent and optionally the 
water preferably by ultraf iltering, dialysing, diaf iltrating 
and/or lyophilising the solution or its concentrate or by 
combination of these treatments 

whereby a homogeneous, water-soluble liquid or solid 
pharmaceutical product is obtained containing the active 
substance interlinked with the plasma protein fraction; 

e) optionally dissolving the solid product in water 
or diluting the liquid product with water whereby a clear, 
true aqueous solution, free of any organic solvent is 
obtained which is suitable for therapeutical administration 
and 

f) optionally finishing this product into a 
parenteral formulation (dosage form) for direct use. 

25. Process for the preparation of a water-soluble 
product or pharmaceutical formulation in solid or liquid form 
according to any of claims 1 to 23 or a new product according 
to claims 30 to 37 and their organic solvent-free true aqueous 
solutions characterized by 

a) dissolving the therapeutically active compound in a 
water-miscible, pharmaceutically acceptable organic solvent, 
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b) combining said solution with the aqueous solution" 
of the selected plasma protein fraction in controlled 
aggregation state, 

c) said solution containing optionally a further 

5 pharmaceutical^ acceptable auxiliary additive - such as a 
protein aggregation controller and/or a stabilizer - 

whereby a true solution is obtained containing the said 
active substance and the said protein fraction bound together 
10 by way of. non-covalent bonds; 

d) removing the organic solvent and lyophilising the 
solution or its concentrate. 

26. A process according to step a) of ^r/y^(^ gfa£m3 2> 
15 t - o - 55 characterized by using to dissolve the active 
substance a solvent having the following properties: 

a) it is capable to completely dissolve the active 
substance in its mixture with water and 

b) its mixture with <50% of water does not denaturalize 
20 the protein employed. 

27. A process according to claim 26 
characterized by using as the solvent any of the group 
consisting of an aliphatic C (2 -4) monoalcohol or polyalcohol, 

25 70 - 100% ethanol, dimethyl formamide, methyl formamide. 

28. A process according to step a) of claim 23 -to -2^ 
characterized by using as protein aggregation 
controller or stabilizer and/or solution stabilizing auxiliary 

30 additive any of the following agents: water, sodium chloride, 
a buffer, a poly- alcohol such as glycerol and/or a water- 
soluble sugar derivative preferably mannitol, sorbitol and/or 
dulcitol . 

35 29. A process according to step a) of aa-y-^ f claims 23 * 

* fco 2 8- characterized by using paclitaxel and a component 
of the natural plasma such as serum albumin, an immunoglubulin, 
glycoprotein, interferon and/or interleukin or a recombinant of 
the same. 

30. A homogeneous, solid, water-soluble product 

least one active substance having low aqueous 




consisting of a 
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solubility \<1.10" 4 M/Lit, <1.10" 5 M/Lit, <1.10" 6 M/Lit) of the 
group amphotericin B, an adr iamicine analogue, apazone, 
azathioprine ,\ bromazepam, camptothecin, carbamazepine, 
clonazepam, cyyclosporine A, diazepam, dicumarol, digitoxine, 
dipyridamole, qisopyramide, f lunitrazepam, gemfibrozil, 
ketochlorin, ketoconazole, miconazole, niflumic acid, oxazepam, 
phenobarbital, Ahenytoin, progesterone, propofol, ritonavir, 
sulfinpyrazone, teuprofene, tacrolimus, tamoxifen, taxonoid, 
testosterone, ti^ilazad, trioxsalen, valproic acid and/or 
warfarin 

and also consisting of at least one protein of the group human 
serum albumin, immunoglobulin, glycoprotein, interferon and/or 
interleukin or somA other natural or recombinant human plasma 
protein fraction 

where the said active substance and the said protein fraction 
are bound to each other by way of non-covalent bonds and 
wherein the molar ratiio of the said active substance and the 
said protein fraction! is within the range of 1 : 0.05 to 1 : 
100, preferably of 1 \ 0.1 to 1 : 50 

31. A homogeneous, solid, water-soluble product 
according to claim 30 Consisting of a taxonoide of the general 
formula I - in the forrAula 

r1 represents tert. butyl-oxy-carboxylic acid amide or 

benzoyl amide, 
r2 represents h^rogen or any acyl group preferably 
acetyl - 

and of a plasma protein fraction. 



30 32. A homogeneous, teolid, water-soluble product 

according to claim 30 consisting of paclitaxel and human serum 
albumin, recombinant human 



)lasma albumin and/or y- globulin. 



33. A homogeneous, soVLid, water-soluble product 
35 according to claim 30 consisting of amphotericin B and human 
serum albumin, recombinant h\\man plasma albumin and/or y- 
globulin . 
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34. A homogeneous, solid/ water-soluble product 
according to claim 30 consistirto of camptothecin and human 
serum albumin, recombinant humaA plasma albumin and/or y- 



* 




globuli 
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35. \ A homogeneous, solid, water-soluble product 
according Vo claim 28 consisting of carbamazepin and human 
serum albuiMn, recombinant human plasma albumin and/or y- 
globulin , 
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36. A homogeneous, solid, water-soluble product 
according to c^Laim 28 consisting of cyclosporin A and human 
serum albumin, ^recombinant human plasma albumin and/or y- 
globulin . 
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37. A homogeneous, solid, water-soluble product 
according to claim 30 consisting of propofol and human serum 
albumin, recombinant human plasma albumin and/or y- globulin. 

38. Method of treatment of human or veterinary patients 
with a therapeutically activd substance having low aqueous 
solubility (<1.10~ 4 M/Lit, <l.\l0" 5 M/Lit, <1.10" 6 M/Lit) and 
having substantial plasma protein affinity 

characterized by administering to a patient in need 

of a treatment with said active substance an effective dose of 
the product or pharmaceutical formulation according to or 
prepared according to ^ j^t!: i m _g_] to ^7- 

39. Method of treatment bf human or veterinary patients 
with a therapeutically active substance having low aqueous 
solubility (<1.10~ 4 M/Lit, <1 . 10]? M/Lit, <1.10" 6 M/Lit) and 
having substantial plasma prote 



characterized by pare 
patient in need of a treatment wj 
effective dose of the f ollowi 
f ol lowing dose ranges respective 1 
substance) : paclitaxel/albumin 7 
propof ol/albumin 6-10 mg/kg/hou 



affinity 
jfally administering to a 
h said active substance an 
ucts preferably using the 
calculated on the active 
oy- 280 mg/treatment; 

camptothecin/ albumin, 



gemf ibrozil/albumin, cyclosporin AA albumin 3-5 mg/kg/day; 
amphothericin B/ albumin up to 1.5 kig/kg/day, whereby the same 
dose ranges are used for compounds c^ontainig the recombinant 
proteins respectively . 
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40. Method for parenteral delivery in therapeutic use 
of pharmaceutical^ active ingredients with poor solubility 



40 

(<1.1(T« M/Lit, <1.10' b M/iit, <1.1(T 6 M/Lit) and substantial 
affinity for binding to plasma proteins characterized 



b y administering to a pa 
said active substance an 
according to or prepared 

41. A product or me 
any of the examples. 





Jijent in need of 
Active dose 
rding to 




a treatment with 
tjie composition 



/f^rdTluiT 



Tto* 



substantially as described in 



